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Studies on the chromozyme TH-cleaving activity of human serum
Summary: As a rule, human and animal sera cleave the chromogenic substrate TH (Tos-Gly-Pro-Arg-pNA · HC1). On the other hand, it is not normally cleaved by citrate-plasma, EDTA-plasma, heparin-plasma, urine, or cerebrospinal fluid. During the investigation of the fundamental reasons for these differences, it was found that the cleavage rate by the serum of healthy blood donors, or patients without anticoagulant treatment, showed very wide variations. There was no significant difference between men and women. In the upper and lower extremes of cleavage activity in the blood of patients, there was no correlation with any diagnosis, condition, or symptoms. In patients treated with anticoagulants, there was only a very rough correlation between the coagulation value of the citrate-plasma and the cleaving activity in the serum. The individual variation from day to day showed a scatter that was as much as eight fold in individual cases. The conditions of blood sampling appeared to have a large influence on the serum activity, but it was never possible to obtain similar serum activities for different samples from one donor, simply by standardisation of the sampling procedure. The chromozyme TH-cleaving activity in the serum is more stable to storage than that of human thrombin; it is not inhibited by heparin, and it is not adsorbed by barium sulphate or aluminium hydroxide. Sera with high chromozyme TH-cleaving activities do not convert fibrinogen into fibrin. The electrophoretic behaviour of the chromozyme TH^cleaving activity is markedly different from that of human thrombin, and it$ Michaelis constant is much lower. By immunoprecipitation, it was shown that the chromozyme TH-cleaving activity is the property of a complex of thrombin and a 2 -macroglobulin. Over the past three decades, there has been tremendous progress in the discovery and development of analytical methods for the quantitative determination of minute amounts of various substances in biological samples. The introduction of competitive protein binding technique and radioimmunoassay have made it possible to measure many hormones and drugs at extremely low concentrations, thus opening a new avenue of sensitive assays. As these techniques involve the use of radioactive isotopes, analytical laboratories allied to medicine are faced with a serious health hazard.
Enzyme immunoassay has essentially solved this problem because no radiation hazard or disposal difficulties are involved as this procedure is free from the use of radioactive isotopes. Enzyme immunoassay methods are specific and sensitive, some of these procedures being as sensitive as radioimmunoassay. The laboratory equipment required is relatively inexpensive, readily available, and the reagents are reasonably priced and have a long shelf life. Technical manipulations are simple and the assays may be very rapid, as separation steps are not generally required. The variety of labels available may allow multiple simultaneous assays to be performed and it appears that there is a potential for automating the enzyme immunoassay methods.
The aim of holding this International Symposium on Enzyme Labelled
Immunoassay of Hormones and Drugs, was to invite a number of speakers from various countries who are working in this rapidly developing field, and to have an opportunity to listen to their experiences with this technique; also, to discuss the possibility of further developments.
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